PATENT COOPERATION TRE^ 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(ECT Article 36 and Rule 70) 



Applicant's or agent's file reference 
A01407MA 


SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report (Form PCT/IPEA/416) 


International application No. 

PCT/JP00/06704 


International filing date (day/montfi/year) 
28 September 2000 (28.09.00) 


Priority date (day/month/year) 

01 October 1999(01.10.99) 


International Patent Classification (IPC) or national classification and IPC 
A61K 31/765, C07D 323/00, A61P 3/00, 3/04, 43/00 


Applicant 

AMATO PHARMACEUTICAL PRODUCTS, LTD. 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. 



This REPORT consists of a total of 

□ 



. sheets, including this cover sheet. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

i 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 



I 


I2SJ 


II 


□ 


III 


□ 


IV 


IEI 


V 


13 


VI 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 

27 October 2000 (27.10.00) 


Date of completion of this report 

06 April 2001 (06.04.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



41 H 



INTERNATIONAL PRE 



ARY EXAMINATION REPORT 



ational application No. 

PCT/JP00/06704 



I. Basis of the report 



1 . With regard to the elements of the international application:* , 
the international application as originally filed 

the description: 

pages 

pages 

pages 



□ 



, as originally filed 



filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 



filed with the demand 



mi filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

1 | the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I 1 the language of publication of the international application (under Rule 48.3(b)). 

1 1 the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

1 I contained in the international application in written form. 

I 1 filed together with the international application in computer readable form. 

I 1 furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I | The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

4. I I The amendments have resulted in the cancellation of: 

1 I the description, pages ' — - - — — 

□ 

the claims, Nos. 

I 1 the drawings, sheets/fig 

^ j I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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ARY EXAMINATION REPORT 
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ational application No. 

PCT/JP00/06704 



IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 
1 1 restricted the claims. 
I | paid additional fees. 
I 1 paid additional fees under protest. 
I 1 neither restricted nor paid additional fees. 



2. 



This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 1, 
not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
I 1 complied with. 

not complied with for the following reasons: 

See supplemental sheet for continuation of Box IV. 3 . . 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 



all parts. 

I 1 the parts relating to claims Nos. 



Form PCT/1PEA/409 (Box IV) (July 1998) 



INTERNATIONAL PRELI 



RY EXAMINATION REPORT 



International application No. 
PiJKBP 00/06704 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: IV . 3 . 

The invention described in Claim 1 is 
pharmaceutical preparations in which a specified known 
substance is used for appetite suppression. However, the 
invention described in Claim 2 is pharmaceutical 
preparations using said substances for accelerating basal 
, metabolism, and Claim 4 is pharmaceutical preparations 
using said substances for enhancing the effects of 
exercise therapy. The technical feature of Claim 1 is the 
discovery of the use of said substances for appetite 
suppression; however, there is no rational technical 
association between use for appetite suppression and use 
to accelerate basal metabolism and also no such 
association between use for appetite supression and use 
for enhancing the effect of exercise therapy. Therefore, 
there is no technical relationship between the invention 
described in Claim 1 and the inventions described in 
Claims 2 and 4 involving one or more of the same or 
corresponding special technical features. 



Form PCT/IPEA/409 (Box V) (January 1994) 



p 

INTERNATIONAL PRELI^^VRY EXAMINATION REPORT 


International application No. 
F^fcjP 00/06704 


V. 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. 


olalcillciil 






Novelty (N) Claims 


1-9 YES • 




Claims 


NO 




Inventive step (IS) Claims 


1-9 YES 




Claims 


NO 




TnHnctrifll annl irahi 1 itv (\ Claims 


1-9 YES 




uiaims / 


NO 


2. 


Citations and explanations 






The following documents are cited 


in the 




international search report. 






Document 1: US, 5527784, A 






Document 2: JP, 9-227388, A 






Document 1 discloses antiobesity agents, but does 




not disclose the active ingredients described in the 




claims of the present international application. 




Document 2 discloses antineoplastics in which the 




principal ingredient is a polylactic acid mixture, the 




active ingredient in the invention described in the claims 




of the present international application 


, but does not 




disclose application to suppress appetite, accelerate 




basal metabolism, improve or prevent obesity or enhance 




the effect of exercise therapy. 






Therefore, the inventions described in Claims 1-9 




are novel and involve an inventive step 


relative to the 


- - 


- - aforementioned -documents:. 






The inventions described in Claims 


1-9 are 




industrially applicable . 





Form PCT/IPEA/409 (Box V) (January 1994) 



Copy for the Elected Office (EO/US) 

PATENT COOPERATION TREATY.. 



PCT/JP00/06704 



From the INTERNATIONAL BUREAU 



PPT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

IMAMURA, Masazumi 

8th Floor, Kyobashi-Nisshoku Bldg. 

o-/, ixvoDasm i-cnome 

Chuo-ku, Tokyo 104-0031 

JAPON 


Date of mailing (day/month/year) 
17 July 2001 (17.07.01) 


Applicant's or agent's file reference 
A01407MA 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP00/06704 


International filing date {day/month/year) 

28 September 2000 (28.09.00) 



1. The following indications appeared on record concerning: 
| | the applicant Q the inventor X the agent Q the common representative 


Name and Address 

1) IMAMURA, Masazumi 

2 SHIOZAWA, Hisao 

3 KAMATA, Junji 
4) AIHARA, Makoto 

5th Floor, KRF Bldg. I 
5-5, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
Japan 


State of Nationality 


State of Residence 


Telephone No. 
03-3271-1331 


Facsimile No. 
03-3271-1410 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
| [ the person j^J the name [><] the address [^] the nationality the residence 


Name and Address 

1) IMAMURA, Masazumi 

2 SHIOZAWA, Hisao 

3 KAMATA, Junji 
4) AIHARA, Makoto 

8th Floor, Kyobashi Nisshoku Bldg. 
8-7, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
Japan 


State of Nationality 


State of Residence 


Telephone No. 
03-3538-5680 


Facsimile No. 
03-3538-5686 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification haTbeen "sent toT ~ _ _ _ 

| X| the receiving Office the designated Offices concerned 
[ | the International Searching Authority | X| the elected Offices concerned 
[ | the International Preliminary Examining Authority j^^J other: 



The International Bureau of WIPO 


Authorized officer 




34, chemin des Colombettes 


Shinji IGARASHI 


1211 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1994) 004155969 
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PCT/J POO/06704 



UT COOPERATION TREAT 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 



Date of mailing (day/month/year) 
26 February 2001 (26.02.01) 



To: 



IMAMURA, Masazumi 
KRF Bldg., 5th floor 
5-5, Kyobashi 1-chome 
Chuo-ku, , Tokyo 104-0031 
JAPON 




Applicant's or agenf s file reference 
A01407MA 



IMPORTANT NOTIFICATION 



International application No. 
PCT/J POO/06704 



International filing date (day/month/year) 
28 September 2000 (28.09.00) 



1. The following indications appeared on record concerning: 

X the applicant | the inventor | | the agent | [ the common representative 


Name and Address 

TOKAI EDUCATION INSTRUMENTS CO., LTD. 

164, Shimokasuya 

Isehara-shi, Kanagawa 259-1143 

Japan 

(for all designated States except US) 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following 
X the person | | the name | | the address [ 


change has been recorded concerning: 

~~| the nationality tne res 'dence 


Name and Address 

TOKAI EDUCATION INSTRUMENTS CO., LTD. 

164, Shimokasuya 

Isehara-shi, Kanagawa 259-1143 

Japan 

(forJP) 


State of Nationality 

JP ; 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: ~ 

| X| the receiving Office * | | the designated Offices concerned 
| • | the International Searching Authority [ j the elected Offices concerned 
| X | the International Preliminary Examining Authority other: 



The International Bureau of W1PO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 



Telephone No.: (41-22) 338.83.38 




Form PCT/IB/306 (March 1994) 



003862154 



PAGE BLANK 



EO/US 
PCT/J POO/06704 

PA^'NT COOPERATION TREAT V '~ 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 
(PCT Rule 61,2) 


To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office ! 


Date of mailing: 

12 April 2001 (12.04.01) 




International application No.: 

PCT7JP00/06704 


Applicant's or agent's file reference: 
A01407MA 


International filing date: 

28 September 2000 (28.09.00) 


Priority date: 

01 October 1999 (01.10.99) 


Applicant: 

TAKADA, Shigeo et al 



1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International preliminary Examining Authority on: 

27 October 2000 (27.10.00) 



[_[] in 3 notice e ^ ectin 9 ,ater election filed with the International Bureau on: 



2. The election 



0 
□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 


Authorized officer: 


34, chemin des Colombettes 




121 1 Geneva 20, Switzerland 


J. Zahra 


Facsimile No.: (41-22)740.14.35 


Telephone No.: (41-22)338.83.38 



Form PCT/IB/331 (July 1992) 



3945029 



THIS 



PAGE *LANK, u sno) 



PCT/J POO/06704 



NT COOPERATION TREAT 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF TRANSMITTAL 
OF COPIES OF TRANSLATION 
OF THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 72.2) 



To: 



IMAMURA, Masazumi 

8th Floor, Kyobashi-Nisshoku Bldg. 

8-7, Kyobashi 1-chome 

Chuo-ku, Tokyo 104-0031 

JAPON 




Date of mailing (day/month/year) 

11 December 2001 (11.12.01) 




Applicant's or agent's file reference 
A01407MA 


IMPORTANT NOTIFICATION 


International application No. 

PCT/J P00/06704 i 


International filing date (day/month/year) 

28 September 2000 (28.09.00) 


Applicant 

AMATO PHARMACEUTICAL PRODUCTS, LTD. et al 



1 . Transmittal of the translation to the applicant. 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
International Preliminary Examining Authority. 

2. Transmittal of the copy of the translation to the elected Offices. 

The International Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

EP^AU^CH^N^Z^FLKP.NO.NZ.RO^U^^US 



The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the International Bureau only upon their request: 

A^EA^E^G^AM^BA^B^G^R^Y^Z.CR^U^E^^DM^Z.EE^S^B^D^E^H^M^R, 

HU,ID,IL,IN,iS,JP,KE,KG,KR,KZ,LC,LK,LR,L^^ 

SD,SE,SG,SI,SL,TJ,TM,TR,TT,TZ,UA,UG,UZ,VN,YU,ZA,ZW,OA 



3. Reminder regarding translation into (one of) the official language(s) of the elected Office(s). 

-The applicant is reminded that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of -any .annexes Jto the_ 
international preliminary examination report. 



It is the applicant's responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1). See Volume II of the PCT Applicant's Guide for further details. 





The International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer / ^ 
Eliott PERETTI / 

Telephone No. (41 -22) 338.83.38 / 



Form PCT/IB/338 (July 1996) 



4526376 



^^OB BLANK 



(USPTO) 



.. • 

PA»T COOPERATION TREAT 



WO 01/24802 
PCT/J POO/06704 



From the INTERNATIONAL BUREAU 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 


To: 

IMAMURA, Masazumi 
KRF Bldg., 5th Floor 
5-5, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
. JAPON 


[RECEIVED 

W. 4. 2- a a ; 

SIKstCoJ 




Date of mailing (day /mo nth/year) 
12 April 2001 (12.04.01) 








Applicant's or agent's file reference 
A01407MA 


IMPORTANT NOTICE 


International application No. International filing date (day/month/year) Priority date (day/month/year) 

PCT/J POO/06704 28 September 2000 (28.09.00) 01 October 1999 (01.10.99) 


Applicant 

AMATO PHARMACEUTICAL PRODUCTS, LTD. et al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,KP,KR,US 



In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

ae,ag,al,am,ap,at,az,ba,bb,bg,br,by,bz,ca,ch,cn,cr,cu,cz,de,dk,dm,dz,ea,ee,ep,es, 

fugb^d^e^h^m^r^ujdjljnjsj^ke^ckz^clk^r^s^t^u^v^^md^cmk, 

mn,mw;mx,mz,no,nz,oa,pl,pt.ro,ru,sd,se,sg,si 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
12 April 2001 (12.04.01) under No. WO 01/24802 

REMINDER REGARDING CHAPTER II (Article 31(2){a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 1 9-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 



REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he^must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office.- 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of WIPO 


Authorized officer 






I 34, chemin des Colombettes 


J. Zahra 




1211 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




Form PCT/IB/308 (July 1996) 

L 




3946312 



PCT/J POO/06704 



NT COOPERATION TREA 

From the INTERNATIONAL BUREAU 



PCT 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61 .3) 



To: 



IMAMURA, Masazumi 
KRF Bldg., 5th Floor 
5-5, Kyobashi 1-chome 
Chuo-ku, Tokyo 104-0031 
JAPON 



DECEIVED! 



T)1. 4- 23. 



Date of mailing (day/month/year) 
12 April 2001 (12.04.01) 






Applicant's or agent* s file reference 
A01407MA 


IMPORTANT INFORMATION j 


International application No. 
PCT/J POO/06704 


International filing date (day/month/year) 
28 September 2000 (28.09.00) 


Priority date (day/month/year) 

01 October 1999 (01.10.99) 


Applicant 

AMATO PHARMACEUTICAL PRODUCTS, LTD. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the following 
Offices of its election: 

AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZ/rZ,UG,ZW 

EP iAT^BE^CH^DE^K^ES^FI^FR^GB^RJEJT^U^CNL^PT^SE 

National iAU^BCCA^CN^^DEJLJ^K^KR^N^O^Z^L^CRU^E^S^US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AM,AZ^Y,KG,KZ,MD,RU,TJ,TM 

OA iBF^J^CF^CC^CM^A^GN^GW^L^R^E^N^DTG 

National iAE^AG^AM^AZ^A^B^R^Y^Z^CH^R^CU^^DM^Z^EE^S^I^B, 

GD,GE,GH,GM,HR,HUJDJNJS,KE,KG,KZ,LC^^ 

MX^MZ^PT^D^G^I^L^TJ^TM^R^TZ^UA^UG^Z^VN^U^ZW 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 





The International Bureau of W1PO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer: 

J. Zahra 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/332 (September 1997) 



3946312 



PCT/J POO/06704 



iVli 



NT COOPERATION TREA^ 

From the INTERNATIONAL BUREAU 



PCT 



t V NOTIFICATION OF RECEIPT OF 

RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



IMAMURArMasazumi 
KRF Bldg., 5th floor 
5-5, Kyobashi 1-chome 
Chuo-ku, , Tokyo 104-0031 
JAPON 




Date of mailing (day/month/year) 
25 October 2000 (25.10.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
A01407MA 


International application No. 

PCT/J POO/06704 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

AMATO PHARMACEUTICAL PRODUCTS, LTD. et al (for ail designated States except US) 
TAKADA, Shigeo et al (for US) 
International filing date 28 September 2000 (28.09.00) 

Priority date(s) claimed 01 October 1 999 (01 . 1 0.99) 

Date of receipt of the record copy 



by the International Bureau 
List of designated Offices 



13 October 2000 (13.10.00) 



AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZ/re,UG,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

EP lAT^BE^H^C^DE^DK^S^FI^R.GB^RJEJT^U^MCNL^^SE 
OA iBF^J^CF^CG.CLCM^A^N^GW^ML^IVIR^E^SNJD^TG 

National lAE^G^AM^AU^BA^B^G^R.BY^Z^CA^CH^N^CR^U^DE^^DM^Z^EE^ 

ES^tGB^GD.GE^H^M^R^HUJDJLJNJSJP.KE^KG^K^KR^Z^C^K^R^S.LT^U^V^MA, 

MD,MG,MK,MN,MW,MX,MZ,NO,NZ,PL,PT^^ 

UZ,VN,YU,ZA,ZW 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 



time limits for entry into the national phase 
Q^J confirmation of precautionary designations 
| X | requirements regarding priority documents 
A copy of this Notification is being sent to the receiving Office and to the International Searching Authority. 





The International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 

Facsimile No. (41-22)740.14.35 


Authorized officer: 

Shinji IGARASHI 
Telephone No. (41-22)338.83.38 



Form PCT/IB/301 (July 1998) 



003607473 



PCT/J POO/06704 



NT COOPERATION TREA 



From the INTERNATIONAL BUREAU, 



PCT 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 


To: 

IMAMURA, Masazumi i ^"^^^ 
r\nr mag., Din TlOOr ^ n?^ 
5-5, Kyobashi 1-chome X. yix 
Chuo-ku, , Tokyo 1 04-0031 ^2£^*** 
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^rjcpmu-r % mmysmx & % tK &mm<Dftmm #<st ?%it ®mm d <d^m 

i&ft£fz&mwm^m*m%iz&tzZTt^?mmtis&%o mnmmom 
■sizit, mm^*)i3 : -<Dmntztt-?:te<s $tmmi%mm<D&m, 

m<DV?m t tf)wm*miz 3 mm±n ? z t&&mt$tix$> ^e^t^f ri. 

mmmzmn-rztz&cDjjm-z&ztiK fifrftzmzmzz. ti±~^mzi±mm 

mzcDmmjjfe wrnvh t- & v > ms. & z ^ i±m & vmm iz *r 1- & ^ & 

-m, &wwpmk mfcmi&mmftL mmmmmmm, xmxmvzmm 
fc$kV£ibm%o £tz, &^Ltzmmtem.mmxm&ft£tTL£oz£ft&z>tz 

btmm^kmcDtz^co—Dcouj^ ui^gJ:bttx.&ni.o 
^^m^mmikmmommtm^tix^tzo 
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PAG£B ^ lusnoi 



z zzm&i-r^mmt b&o 

IB¥ 9-227388 ^&«is .tVErM 5 ? 1 0 - 1 3 0 1 5 3 ^$g) N £ fc«J» 
t©QO L&WMb bT (^fi¥ 1 1 - 3 9 8 9 4fB|it ; B**?&3K^^K 
li§3 3 3 4 9 3M) WfflT-feS d J:«^ixTl^ 0 Ifi^rJg 3 

- 1 9 ©l^Slf Aliitt©^ 'J ILii^i^s jfii*g{£Tf1MH£*iU S£fl£i 

.*JBJ bt V> S # ll- 2 2 4 8 8 3^UO^'J ?L^1§r» 3 3«J&:& 
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ijm©tf t h£^fri€ai&^«^TSX@£^tf, *a#j&&& 
WIMJ 

To 
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^mmmx-mo r &mxmmmmj tit, mcDmmxm^mm^^^^jv^f 

&'&m%m m & £ zfmmxmmm^m \zm~3 <z\t wm-f & n& 0 ufrL&#^ 
iz£%&(D<Dmzv&fe£tiz>iDttx*i±te<s iwimnm iz <t zmmv&mRv 

^mz\±^ i&ftizmmmbmmizwmvtzfcm*Mi&-tz>o%:^ f^ymm, 
ftmrnmrncowmiz^^T, feTmmiztz£%&i : mf$mmm£t)&s mm&m 
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mmfom. (kg) =#ji (m) 2 x 2 2 

d^it^i-^>^i:^pH^ nT j 3 i 9N n^it^^fi mnm 0120% 

^m&mmxtegKi&Fate, mmmmo^mm^tz^^m^^^t^x^^o 
^wmm-zno r mmmmj ^^^^^-^mmr^tzmzmm^n 

&mm<DMM%tzi±®i&F a iz&uT&s m^ms-i 9(DmwRw/xmm 
_ ^ © «t a jfe yoj w&m&Mj *j§«bs * wt5_^ & £ a k s & j§« 



6 



THIS 



m^mzmr m*>> n = 3~ 1 9) 0 




+ d -%mm&m x 1 o o ] tK m « i o %j^± n ^kkso %j^± s 

^^n^*)©-r-{i^M^, f^x«, 1§ii¥-9 - 2 2 7 3 8 8^$g, Wl 0 
- 1 3 0 1 5 3 £ 1 1 - 3 9 8 9 4 -Sf BJ3$» ( C tl h ©43fF 



mflE~lmmHg*iJg©MJ±T, 1 10-2 10U $flt 
<fc* 1 3 0~ 1 9 O^Ci&jg-efTfeftStfx l8l«ifl«J«ffi*«kV®Pi«}#fflfc«fc^ 

m*m%.LTRjfo*n?o msttim]fc£m^zm&&. ts^i 5 om 

mH 3 mmH g £:MJ±ir 3 d tfT § N S©«J#fi*fflV^«^tts^l^«^ 

i 4 5°c^i 5 5°c-^i 8 5 e c£mu?z>z£&-c%2>o mmzit, Ztib^ffi. 

fo-&t>l£T, m?Li£, 1 4 5 °CT-mffiT- 3 mm, 1 4 5°C7i 1 5 OmmHgT-3 
B#fgx 1 5 5 °CT 3 mmH gt'3 B#P B ^ UT 1 8 5 °CT 3 mmH gf 1 . 5 m?3 

y ^ y -;b ^^r-r & tK *<Dm<D3L# j —jv t * $ j —)^co]tmtm.^M^r 

1" * d 1 1fi-c £ „ 0!) x. « > Bbfc«S-&SliB©SliBS^«i % f x * y -;b * « L x 
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£Bfc3cU ^T*pH 2-3© 9 Oli%W±07t h- h U;i/7.Mgrts L 

M^rJS 3-20 ©S^Stf /X&^tfc©* U ?li^gl§rtl#l# ti^o 
±HB© <fc -5 (I UTt# ^ tLfeH>KSt>*/X«M^©^ U ?LKM^tts 7KM;^ 

*&wx*m ^ %m&& 3-20 <Dmvtx.v/x&mvt(Dnt u ?L^g^«M^t 

-r*fe«)OS'J?Si: UTI1 fclitfc^ 1 1 - 2 6 5 7 1 5^$ffl#lclB«# 

;ft,fc^& (^&B IfciiW 1 1 - 2 6 5 7 3 2 ^EM«£fBii£ ti 

zcDjsmte, ^^^k (3, 6-^^-1, 4-y**vy-2 , 5-2* 

£RYMe (5£tK RfMTO*. RJ&X&^Sgl©^ U 

XiifLIgT^ ( — CH (CH 3 ) CONH 2 S^^U Yli&JfSJl^ <i*t> 

m*. xiiNR' ci t r 5 itym^s mmm&£tz\±%m&&*7jk 
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z. <del fobs mzm immT.mcDjx.fccDm'&tmmfcs Eifoznmizmftg^ 

1U J&oS^$j^£^»££<fe&3te, 0. 2 5-5mmHg/^ »^'U<tt 
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3mn&^\z^mmm5i\±&mm(Dmm&s &$.is<i£, ^m^mmt 
m^nm7mmmz^^m^x^^±t^(Dmn^mmxitmm^mr^^x^ 
% o_ Mjti£.j£M_m<Dm'& 2 _&mm,_ rj tmmm. xfctm* t y f tmmm t 
om&mi* *> & ¥*m^xmm*mmtz> z t&r i %o~m\H®4 

m<£*m^zmmTzzt&x*g. mmtvx&mgtiZo ttz, mmm^mm 
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M^^s KU>*Sk M^d°p, #^MffiAa°p, ^t^^ D °ns ^fferStt^ 
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fifc t D D D 4 1 & ft 3 "J iLii^iCt^I tt^r 13 fcfc pg^ £ n& ^ i3K —&$J iz 
fctO. 1~2 0I|% i^lKiiO. 1 ~ 1 0fiS%*§JST-<fc3o 

Tl^*0) 5 0 OmUAUfco MfJt#* 3 0 0 m 1 /#©^A&£>*if #£fr 
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1 4 5°Cf3»iLfeo It 1 5 0mmEgizUJ±LXm^m'C3B^mmM i 
Ltz'&s 3mmHg(7)MflET 1 5 5°CT-3BtP B ^ III!l3mmHg0iET 1 8 
5 "Ctrl. SBfFaW&U MJfo£/^T~&&* Uailt£f#fco 

;i/4 0 0 m 1 ^i^tl^tim^tzWiWL^Ltzo Ztl%y.f> 0 Oml^iC^P 

x.. «fc <«#bT#«bfc&tt»bT*M«bfcc *©*«£«£ES£*bT7 , -fe h 
^hU;i/(3^bs 4M2 0 0ml (M) J:Uc, 

£©J^?$£> ^&¥«Hbbfc&tBODS#7A (TSK gel 0DS-8 0TM) 
fcfrfcK 0. 0 lMJfiKS^tf 3 0%, 5 0 1 0 h-h'J;V(p 

H2. 0) t^T^T-y^XCMU 7thrhiJ;H0 0%i»tfe5 

U?L» (M^3~l 9) £f#fc 0 f#5>nfct)M©Ha^^^ hMlll:^ 

to eii (t>©«flufl«j3&:7 7^ > h^^->f-^*^Bje>>b^ t fca^, m^titz 

mffi-v^Z (j&B&jm&'v $ X (II mmmm^fr), C57BL/KsJ-db/db Jcb 

memm, a*zu7) (i) «*0^ACE2(B#*u7i&&£tt«fcDA 

^)tif U 2Stl[H, 1 III 2 0 CE 2 EXiMv£* 1 

2hi) (2) iit% bT~mt>titzmfrz?(D$L£&m\^ zcomm 

©*'JSL&?g"£&l (*lit^T, CPLh*)^t§) 
WtCE 2T^IWt5CPLS ( 1 2 s§) ^ ( 3 ) C P LWtt m b@ 
.^ATfflfJU_2_B_C_l_@ N _ 1 m_2 0 #®7.K&£ C P L E Xm ( 1 2 sjg) 

®3p£#ttTx -BMSfct)©«A«*fM§5bfco 

ffiJPHJ^ACE 2-t?ffl*U *&£b&l>i¥©SHt«fci\ CE2EXS¥ 
©8te*fcS^«T&ofc©T?«B&bfco SI^WTCI 1 ic^to 
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PA 



KiCE 2 EXS¥©^«ct t> «V^Mlq]£^U 1 5 MH3&© C P LM t C P 
SI :M^^^©1 B^fct)^ai3S^-rCPL©^ 



fismflBFJ (Ml 1 BMfc bM£M (e/R) 

CE2EX CEL CPLEX 

1 4.94±0.46 5.31±1.35 5.21±0.56 
4 6.98±0.76 6.78±0.74 6.57±0.75 
1 0 6.15±0.64 5.59±0.81 5.91±1.12 
.1_5 5,87+0,95 4. 27+ 1.33* 4.57+0,98 * 



* : CE2EXS¥© 1 5I@ ©fifr^g t Jtlfc IT, Student© t 
-eWScHfc t) ( P< 0 . 0 5 ) 

USm 2 : CPLfc i SScttJ^JtliM* 

C E 2 T- £| W L T ^ £ JiE?i-x"j7 ^ © £ jfe ttSifc* © H3 £ iiS JtflO © m&k # 

mm-?*'?** i%cPL%^mTz>.mmmB&cE 2tsbiwu uwj 1 ti^ 

( C P L E Xg£) »MCE 2 T^W ( C 

_ BA^WMPl * Jt "5 £x _P_^J»fi©»^T &_C P L E X»©^ A«»tB 

©^ftit#±§x t fc z t &tf$ ti* o 
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£E2 CPLEX 



180 2 

lUU • Li 




2fi 


198 2 
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9R 




252.2 


24 




288.2 




37 






33 


324.2 


18 


37 


342.3 


14 




378,3 


12,5 





mmm 3 : cpl t.&$«Dwm t «t *flijK;pjffiSi^©Ji«»* 

7>n$2^(t> -X&mmmte*CE 2T-gnlliL (CE2?I; 1211), 
ffe^fci 0 . 1 % C P L^WUf^Sff^ C E 2 T"|iJ* Lfe ( C P L/jK&gP ; 1 2 

si)o n liiiiSB i iflk ofrcD7kfa%ift>i±fzo m2Mgi±ma ink 
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3 : Msg • mm.nm<DfflMmzR&t c p l 



CPT./ 7 k^ 



(g) 

'M/#fi (%) 



0.28±0.01 



30.6±2.2 



29.1±2.2 



0.33 + 0.03* 



(%) 



3.4+0.31 



3.5±0.30 



x>mm/fom (%) 



0.52±0.04 



0.58±0.06* 



t^S5/f*fi (%) 0.46±0.05 0.48±0.06* 

mmmm/tkm (%) 0.49+0.05 o.4fi+o.o9* 

* : CE2m<D&mtktm\sTs Student© t^Mife *) 
(p< 0 .05) 

g»#y 4 : c p l /7km%m iz & % mm t> x (D&mm'p%hm 

mm-????.*, ( 1 ) WMCE 2Trsif U 2Bl:l@. KH20^©tK 

?*$$t^cE2Exn.(i2i) (2) lmmx^cpL^tsmmmmik 

CE2T*|b1WU 2Btl0^ 1 0 2 0#©?J< CP LEXS¥ ( 1 2M) 

mm x & o <d x *b& l fe o mm & 4 n ^ -r o 

a408SH^5,ta^ CPLEX^CDfrtifM&CE 2 EXI$©ii 
jp^sj: t) < s £i*0B$g 1 5 mmmcD CPLE Xgf ©#;S& C E 2 E X3¥©#; 

d©^It^P^©P H ^c C E 2 E Xi¥©¥±Sf*miiiJPii 2 3.6 gTfcVfc©£*F 
Its CPLEX^OTOMiiflPli 1 8 . OgT&ofco CPL^tiDft 

mmmtm 2 3 %«ij£;M£o 
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: mm-?tz(DfcnizR&TCP L/7k^comm 



CE2EX 



C P L EX 



1 



30. 1±1. 3(100) 



32. 0±1. 7(100) 



4 



43. 4±2. 06(144) 44. 3±1. 8(138) 



1 0 



49. 1±1. 9(163) 



50. 8±2. 3(159) 



53.7+2.1(178) 



50.0 + 2.2(156)* 



(p<0. 05) 

±«3S£wj i e, 4 waa^ c p l «fc d mm^ t> x © 

gti^i^T^, 3£l8fW£Jf3!f £fcs CPL^^tK^c 

c p l i±^$btg#T & m&ttiftwm j $>&mftmm*.<¥m * & u * & t -r 

% i t iz «fc & BJ £ ^ClEMi^^i L fco C P L tt*«£fi8ilH&|£»-5 L 
#T?$>*CLfc#£ N £#»&tt#EE<, BJf£ffl#*i>&^o 
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thp£k mmixmrnrnmo 

3 . H£rjg 3-19 ©gmStf/XttSM*©* U ?L$^$i£*§8(jj£#£: u 

4 . fli^jg 3-19 U ?L&?S-&#i*W8bJ*#i: b 

mmn i a* e> 4 (Dmtifr i m^mmvmmo 

M*7A^dy h?5>7 J —izftls, pH2~302 5~5 011%©7iz 
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